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Reniarivs 

Claims 1 8-33, 35-50, and 52 are pending in the subject application. »y this Amendment, 
ApplicaiUs havu amended claims 18 and 35 and added new claims 53 and 54. Support for the 
amendments and new claims can be found tliroughout the subject specification, including, for 
cxfimplc, at page 3, lines 32-33, and in Ihc claims as originally filed. Entry and considci-alionof the 
amendments and new claims presented herem is respectfully ixjqueslcd. Accordinaly, claim!} 1 8-33, 
35-50, 53, and 54 arc cuircnlly before the Examiner, Favorable con.sideration o Fthc penduig claims 
is respectfully rcquesletl. 

A.«j (he Examhtcr has not reiterated the informalities objection from the Ofllcc Action dated 
April 23. 2004, Applicimts as.sume the Examiner has withdrawn the objections to the claims. 

Clainrs 18-27. 35-39. 50, and 52 remain rejected under 35 USC § 102(b) as anticipated by 
Lewis et al. (U.S. PatcnlNo. 4,91 7,462). The Examiner asserts that the Lewis et at. patent discloses 
a near field scanning optical microscopy (NSOM) apparatus involving a metal-coated glass pifXiltc 
having a linn tip and means for determining the proximity of tlic aperture of the piiTcUe to a surface. 
•JHio Examiner also asserts that the Lewis et al. patent teaches the application of an cleclricnl 
prttoniial Iwtwecn the pipette and llie stage, resulting in a measurable current to provide a feedback 
signal used to determine and control the distance between aperture and object as one of the possible 
means. Applicants respectfully traverse tliis grounds of rejection. 

A pplicants respect ful ly submit that the claimed invention is not anticipated or obvious over 
the cited rcfci^nces. It appears from the Exaininer's comments in the Office Action that there may 
be some mi.sundcrstanding of Applicants' claimed invention. Tims, clariricalion of termijtoloBy used 
in the claims may he helpful to the Hxamincr in understanding Applicants' claimed invention and the 
di.Minclion over the Lewis et al, device. In this rcganl. Applicants rcspecifully assert that the term 
"vibrate" or "vibrating" as usolX in the jsubjcct claims docs not merely meaji to move back and forth 
but to do so Espklly. Webster's dictionary uses the term "periodic." I'urlhcr, the tcnTi "vibrate" is 
used in the context of the subject application to mean to move back and forth at a given or defined 
frequency. 

A critical distinction between Applicants' claimed invention and Uie device of the Lewis ei 
al. patent Is that the Lewis ci al device docs not impose vibraiioji on the probe. It can be under.stood 
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from the porlion ofthe Lewis el af. patent icfcrcnccd by the Examiner {ix\ , column 1 1 , lines 27-52) 
lhat a small potential is applied between the pipette and ilie eleftrically conductive stage in order to 
generate a measurable current. The generated current varies vv^ilh the distiJncebclwcen the surfaccof 
the objccl and the tip of the pipette (sey column 11, lines 36*38, of the Lewis e( al patent). The 
device ofthe Lewis et oL patent then detects llic current and moves the pipcltc up or down as it scans 
along the object so as to keep the detected current constant and Uicrcby keep Ihc pipette a constant 
distimcc rn)m the surface of the object and produces a topographical map of the surface of the objccl 
being studied. Applicants respeclfnlly assert that what the Uxaniincr may consider to be 'Vibration" 
of the pipette in the Lewis et aL patent is not periodic at a defined frequency, 

1 Jy contrast, in the present invention, rather than striving lor a constant distance and current 
as is the case for the device of the Lewis et al patent, the probe of Applicants' device is itself 
??l!y?]X vi brated , producing a periodically varying distance and generating a coiTcsponding 
pcnodically vaiying signal (modulated current {Inmfi)) to control the probc-samplc mean distance 
and/or minimum dist^incc during each cycle of tlie vibration. In particular, the subject invention 
involves activclv vib ralin t> the probe vert ically at a defined frequ ency and using llic signal at this 
same frequency lo adjust the vertical position ofthe pipette relative to the surface ofthe object. As 
noted above, the Lewis e( al. patent simply moves the pipette vertically (it is not vibralcd), kick and 
foilh in order to keep the ion current constant. The movement ofthe pipette in tlic Lewis et aL 
ptitent is not at any defined frequency; it is just in response to changes in topography in order to 
maintain a constant current. 

The active vibration utilized with the present invention is important isincc the signal 
generated is very diflcrcnl IVom anything disclosed in or observed with the Lewis ei al patent. In 
Applicants' claimed invention, the probe is used to produce a signal tlial allows Ibr interpretation ajid 
control. There is only a signal when the probe is close to tlie surface and the signal increases as the 
probe approaches the surface. This resulLs in a bigger and bigger signal, which can be interpreted by 
the device to move the probe away from the surface. If one docs not actively vibrate the probe at a 
defined frequency, the cuiTCnt is present at any distance from the surface and gets smaller as the 
probe gets closer, lliis makes approach to the suiface and distance contiol much more difljcult. 
Thus, active vibration, at a defined frequency, is imposed on the probe ofthe claimed invention, 
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regardless of the probc-objcct distance fuid the modulated signal is the control signal at this 
fireqiicncy. In siimniaty, the present invention utilizes periodic, rapid movement of the probe, to 
generate an AC current and a conlrollable signal. The T.ewis ct at, patent docs pQi teach or suggest 
acti vely vibrating the pipette of their device at a defined frequency. 

For purposes of olari fication only, claims 1 8 and 35 liavc been amended to indicate that ihc 
probe \% vibrateU at a given frequency. Support for the amendment can be found throughout the 
subject specification, inchiding, for example, at page 6, line 23. It is well settled in patent law that 
the claim language of an mnenclmenl need not be disclosed word for word in a specification. In re 
Wilder^ 222 USPQ 3 69, 372 (Fed . Cir. 1 984) ("It is not nccessaxy tkit the claimed subject mailer be 
described identically, but the disclosure must convey to lhos?e skilled in the art tliat applicant had 
invented the subject matter later claimed.**) (emphasis added). Applicants believe that the 
amendments to claims 18 and 35 presented herein make it clear tliat the present invention is novel 
and d istinct from the device of the I^ewis et al patent. In particular, it should now be clear that the 
vibration of the probe of Applicants' claimed invention is son\ctlnng other than simple movement 
along the z axis (vertical), as described by the Lewis et al patent, and that the vibralion is 
superimposed on that simple vertical movement. The vibration is imposed at a given or defined 
fix^qucjicy, and knowledge of that ficqucncy allows control . Where the subject specifiCcHion refers to 
''frequency-modulated," it is that frequency that is to be understood. 

As the ];xau>inor is aware, in order to anticipate, a singjc rcfci-cncc must disclose within Ihc 
four corners of the document each and every clement and HmitaHon contained in the rejected claim. 
ScnpthsClhvc A Research FoundaHon v. Gcnentechlnc, 18 USPQ2d l00lJ010(Fcd,Cir. 1991). 
Applicants respectfully assert that the Lewis el al patent does not teach each and every element of 
the claimed invention. Accordingly, reconsideration and withdrawal of the rejection under 35 USC 
§ 1 02(b) is respectfully requested. 

Claims 1 8-33, 35-50, and 52 remain rejected under 35 USC § 103(a) as obvious over I^ws et 
al (U.S. Patent No. 4,91 7,462) in view of Islam (U.S. Patent No. 5,485,536) and further in view of 
Tan ( 1 988). Hie I xswis et ul patent is relied upon by the Examiner as set forth in the rejection under 
35 USC § 102(b). The Examiner asscrtsS that it would be obvious for an ordinarily skilled artisan to 
use a fiber optic probe as taught by the Islam patent in an NSOM device. Tlie Tan reference is cited 
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as leaching that it is routine in llic art to probo cells with substances tliat produce visible and 
fluorescent light and lo use a pipette probe to deliver the substances. Applicants respectfully traverse 
this gmund.s of rejection. 

Applicants respectfully assert that the references cited by the lixaminer, tsvken alone or in 
conibinalioti, do not teach or suggest the claimed invention. Applicants hereby incorporate their 
remarks regarding the Lcv^s el oL patent^ as set forth herein in regard to the rejection under 35 USC 
§ 1 02(b). As noted previously, the T.ewis el aL patent does mi teach or suggest actively vibrating a 
pipette of the device at n defined frequency. The secondary references relied upon by the Examiner 
do not cure tlie deficiencies of the Txwis al patent. Applicants respectfully assert that neither the 
Islam patent nor the Tan reference describes the feature of active vibration of a probe at a defined 
frequency. 

By this Amendment, Applicants have presented new independent claim 53, similar to claim 
18, but in which the presence of "a chemical or physical entity'' is specified as a reagent in the 
probe. This is distinct Worn the use of light as the "reagent," os described m the Tan reference. The 
claim is directed to the local application of reagents from the probe for local assays of the cell 
surface just under the probe rather tlian by adding the reagent from a jicarby micropipetle. This is 
done u.sing a fine probe, close to tho surHice, nt a controlled distance. Since topography can also be 
measured, tlic j)rcscnt invention allows the user to know the exact location of the probe relative to, 
for example, a cell surface and where the response or measurement is made. 

As the Examiner is aware, it is well established in patent law that in order to support a prima 
facia case of obviousness, a person of ordinary skill in tJie art must find haJJi the suggestion of the 
clain^ed invention, and a rcasoruible expectation of success in making that invention, aftlcJx in light 
ofihe teachings ofthc prior art. In re Dow Chemical Co., 5 1}^PQ2<\\529, 1531 (Fcd.Cir. 1988). 
Applicants respectfully assert tliat the cited references do not teach or suggest Applicants' claimed 
invention, nor do the references provide the requisite reasonable expectation of success. 
Accordingly, reconsidci-ation and witlidrawal of the rejection under 35 USC §103(a) is respectfully 
requested. 
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ll shDuld be underslood thai ihs amendments presented herein havo been made solely to 
expedite ]>roscciition ofihc subject applicaUon to completion and sliould not be conslrucd as an 
indieairon of Applicants' agrecmcnl with or acquiescence in the Bxamincr's positioji. 

li\ view of tl»c foregoing remarks and amendmenls to the claims. Applicants believe thai the 
ctirtciiUy pending claims arc in condition for allowance, and such acUoii is respectfully requested. 

The Commissioner is Jicrcby authorized to cliarge any fees under 37 CFR §§ 1 .1 6 or 1.17 as 
required by this paper to Deposit Account No. 1 9-0065. 

Applicants invite the lixaminer to call the undersigned ifclarifiealiou is nectled on any of (his 
response, or if the Examiner believes a telephonic interview would expedite the prosecution of the 
subject application to completion. 

HcspectftiUy .submitted, 

-72>^ 

Doraii R. Pace 

ratcnlAtlorucy 
Registration No. 3iS,261 
Phone No.: 352-375-8100 
I'axNo.; 352^372-5800 
Address: P.O. Hox 142950 

Gainesville, FL 32614-2950 
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